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Figure 1: 



AGT-711 Gene Expression Energy Restricted Liver 
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a: p=0.024 compared to group B control, 
b: p=0.008 compared to group C restricted. 



Figure 2: 



log graph of AGT-711 Tissue Distribution 
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Figure 3: 



AGT-711 Fed Fasted Liver 
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Figure 4: 
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AGT-711 v log Glucose - All Animals 




0.5 1.0 
Glucose (mmol/l) 



1.5 



Figure 6: 



AGT-711 v log insulin - All animals 
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AGT-71 1 Expression in 24 hour Glucose Treated 
H4IIE Cells 
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Figure 8: 



AGT-71 1 Expression in H4IIE Cells treated with 
Insulin for 6 hours 
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AGT-711 Expression in L6 Cells Treated with 
Insulin for 6 hours 
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Figure 10: 



AGT 712 Gene Expression in Energy Restricted 
Hypothalamus 
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a Gene expression significantly higher in B controls(p=0.039), C controls(p=0.001) 
when compared to A controls 
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AGT 712 Gene Expression vs Blood 
Glucose in Ad libitum Fed Animals 
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Figure 12: 

AGT 712 Gene Expression vs Insulin in Ad 
libitum Fed Animals 
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AGT 712 Gene Expression vs Insulin in All 
Animals 
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Figure 14: 



AGT-713 Gene Expression in 
Fed Fasted Liver 
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Figure 15: 



AGT-713 Gene Expression vs Percent Body 
Fat in Fasted Animals 
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Figure 16: 



AGT-714 Gene Expression in Fed 
Fasted Liver 
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AGT-714 Gene Expression in Fed Fasted 
Liver 
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Figure 18: 



AGT-714 Gene Expression vs Body 
Weight in All Animals 
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AGT-714Gene Expression vs Insulin 
in All Anim als 
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Figure 20: 



AGT-714 Gene Expression vs Body 
Weight in Fasted Animals 



1200 
1000 
800 
600 
400 - 
200 
0 



R 2 =0 2414 
p =0.005 




100 200 

Body weight 



300 



400 



WO 2005/003 351 
Figure 21: 



PCT/Ai:20O4/O0(WI9 



11/54 





AGT-714 Gene Expression v's 




Change in Blood Glucose in Fasted 




Animals 




1200 • 






R ? =0.1262 






1000 


p=0 029 






800 ■ 




♦ 

♦ 




600 




♦ 




400 

200 ■ 


♦ . 

^ 


♦ 




n 




» ♦ , 




-12 -10 -8 -6 -4 -2 


0 2 A 





Figure 22: 



AGT-714 Gene Expression vs 
Percent body Fat in Fed Animals 
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AGT-715 Gene Expression in Fed Fasted Liver 
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Figure 24: 



AGT-715 Gene Expression vs Percent Body Fat in 
Fed Animals 
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AGT-716 Gene Expression in Fed / Fasted 
Red Gastrocnemius muscle 
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a: p-0.009, Gene expression significantly lower in Group C animals compared to 
Group A and B animals. 

b: p=0.02, Gene expression significantly. lower in Group A fasted animals compared 
to Group A fed animals. 
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AGT-716 Gene expression versus insulin 
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AGT-716 Gene Expression in Fed / Fasted 
Mesenteric adipose tissue 
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a:Gene expression (mesenteric adipose tissue) significantly lower in A fasted animals 
when compared to A fed (p=0.041). 

b:Gene expression (mesenteric adipose tissue) significantly lower in A fasted animals 
when compared to C fasted (p=0.033) animals. 
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AGT-716 Gene Expression in Fed / 
Fasted Mesenteric adipose tissue 
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a:Gene expression (mesenteric adipose tissue) significantly lower in fasted animals 
when compared to fed animals (p=0.0l4). 

Figure 30: 

AGT-716 Gene Expression versus body weight 
in Fed / Fasted mesenteric adipose tissue 
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AGT-716 Gene Expression in 3T3-L1 cells treated with 
insulin ((MOOOnM) for 24 hours 
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when compared to 0.1 nM (p=0.028) 5 InM (p=0.046), lOnM (p<0.001) and lOOnM 
(p=0.01 7) insulin treated groups. 

b:Gene expression (3T3-L1 cells) significantly higher in lOnM insulin treated cells 
when compared to OnM (pO.001), 0.1 nm (p=0.046), InM (p=0.028), lOOOnM and 
(p=0.003) insulin treated groups. 



Figure 32: 



AGT-716 Gene Expression in 3T3-L1 cells treated with 
glucose (0-25mM) for 24 hours 
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when compared to OmM (p=0.01 1), 5mM (p=0.01) and 12.5mM (p=0.01 1) glucose 
treated groups. 

b:Gene expression (3T3-L1 cells) significantly lower in 25mM glucose treated cells 
when compared to OmM (p=0.025) and 5mM (p=0.05) glucose treated groups. 



W O 2005 003351 
Figure 33: 



PC TV A L2004/O0O9 V) 



17/54 



3.00 



AGT-717 Gene Expression in Energy Restricted 
Hypothalamus 
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c: p=0.009, gene expression was significantly higher in C control compared to C 
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Figure 34: 



AGT-717 Gene Expression vs Post Restriction 
Body Weight in Control Animals 
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AGT-717 Gene Expression vs Post Restriction 
Glucose in Control Animals 
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Figure 36: 



AGT-717 Gene Expression vs Post Restriction 
Insulin in Control Animals 
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Figure 37: 



AGT-717 Gene Expression vs Fat Oxidation in 
Control Animals 
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AGT-718 Gene Expression in Energy Restricted 
Hypothalamus 
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Figure 39: 



AGT-718 Gene Expression vs Post Restriction 
Body Weight in All Animals 
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AGT-718 Gene Expression vs Post Restriction 
Insulin in Control Animals 
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Figure 41: 



AGT-718 Gene Expression vs Post Restriction 
Glucose in Control Animals 



2.5 



c 2 
o 

"to 

£1.5 

Q. 
X 

UJ 1 
<D 
C 
CD 

O0.5 



R- = 0.3022 
p=0.003 * 




1.00 . 10.00 100.00 

Glucose (mmol/L) 



WO 2005/003351 
Figure 42: 



21/54 



PCT/AU 2004/0009 VJ 



AGT-718 Gene Expression vs Total Activity in 
Control Animals 
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Figure 43: 



AGT-718 Gene Expression vs Fat Oxidation in 
Control Animals 
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Figure 44: 



Tissue Distribution of AGT-718 in C- Animal Relative to Hypothalamus 
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AGT-718 Gene Expression in Fed/Fasted 
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AGT-718 Gene Expression in Fed vs Fasted 
Mesenteric Fat 
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Figure 47: 



AGT-718 Gene Expression vs Post Body Weight 
in Fed/Fasted Mesenteric Fat 
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AGT-718 Gene Expression in Fed/Fasted Red 
Gastrocnemius 
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Figure 53: 




AGT720 Gene Expression in Energy Restricted 
Hypothalamus 
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AGT720 Gene Expression versus Post- 
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AGT720 Gene Expression versus Post- 
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AGT-721 Gene Expression in Energy Restricted 
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AGT-721 Gene Expression vs Post Restriction 
Glucose in Control Animals 
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AGT-721 Gene Expression vs Post Restriction 
Insulin in Control Animals 
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Figure 61: 



AGT-723 Gene Expression in Psammomys 
obesus Energy Restricted Hypothalamus 
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a: AGT-723 gene expression significantly higher (p=0.005) in C Control animals 
when compared to A Control. 

b: AGT-723 gene expression significantly higher (p=0.042) in C Control animals 
when compared to B Control. 
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Body Weight in Control Animals 



100-1 
80- 
601 
40- 
20 



R 2 =0.23 
P=0.02 



♦ ♦ 



190 210 230 250 

Body Weight (g) 



270 



290 



Figure 64: 



AGT-723 Gene Expression vs Post Restriction 
Insulin in Control Animals 
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Figure 65: 



AGT-723 Gene Expression vs Percentage Body Fat in Control 




Animals 




R 2 =0.23 


100- 


P=0.036 


80i 


♦ 


60- 


♦ ♦ 


40- 






20- 


♦ ♦ 

♦ ♦ ♦ 


o- 


<-. 1 1 1 1 , 


0 2 4 6 8 10 




Percentage Body Fat 



Figure 66: 
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AGT-723 Gene Expression in Psammomys Obesus 
Fed v. Fasted Hypothalamus 
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a: Hypothalamic Psammomys obesus AGT-723 gene expression (fed/fasted study) 
significantly higher (p=0.032) in B Fasted animals when compared to C Fasted 
animals. 
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a: Sprague Dawley rat hypothalamic AGT-723 gene expression (fed/fasted study) is 
significantly higher (p=0.043) in 48hr fasted animals when compared to 24hr fasted 
animals 
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Psammomys obesus AGT-723 Gene Expression 
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a: Mesenteric fat Psammomys obesus AGT-723 gene expression (fed/fasted study) 
significantly higher (p=0.001) in B Fed animals when compared to A Fed animals, 
b: Mesenteric fat Psammomys obesus AGT-723 gene expression (fed/fasted study) 
significantly higher (p=0.005) in B Fed animals when compared to B Fasted animals, 
c: Mesenteric fat Psammomys obesus AGT-723 gene expression (fed/fasted study) 
significantly higher (p=0.022) in B Fed animals when compared to C Fed animals. 
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Figure 72: 

Post Insulin v. AGT-723 Gene Expression Ail 
Animals (fed/fasted study) 
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a,b: Gene expression was significantly lower in A controls when compared to B 
controls (p=0.033) and C controls (p=0.004) 
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AGT-724 Gene Expression vs Body Weight in 
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Control Animals 




2 50 i 


















c 


2 00 - 


















VI 


1.5C 








Q. 










e 






♦ 




c 


1.00 








O 


♦ 












H 3 = 0 1912 






0 50 




P«0015 






0 00- 








0 00 5.00 


10.00 15.00 20 00 25.00 








Blood giucoso (mmol/L) 



Figure 76: 



AGT-726 Gene Expression in Energy Restricted Hypothalamus 
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AGT-726 Gene Expression vs Body Weight in 
Control Animals (Energy Restricted Study) 
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Figure 78: 



AGT-726 Gene Expression vs Blood Glucose in 
Control Animals (Energy Restricted Study) 
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AGT-726 Gene Expression vs Total Activity in 
Control Animals (Energy Restricted Study) 



3.00 
2 50 



O 100 



0 00 



♦ ♦ ♦ 



R 2 - 0.5545 
P = 0 011 



10 15 
Total activity 



25 



PCT/Al!2(KM/000919 



Figure 80: 



AGT-726 Gene Expression vs Insulin in Control 
Animals (Energy Restricted Study) 
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Figure 81: 





AGT-726 Gene Expression vs Body Weight in All 
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Figure 82: 
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AGT-726 Fed Fasted Hypothalamus 
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a:p<0.013 compared to A fed, B fed and C fasted animals. 
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AGT-726 v Body Weight - All animals 
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Figure 86: 
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AGT-726 Fed Fasted Muscle 



14 -, 
12 - 
to 10 - 

CM 

*7 8 

6 
4 

2 - 
0 



< 



a 
T 



r-s'iy.-i*. 



i 



A fast A-fed 



B fast B fed 
Group 



a: p=0.01 8 (A fed) compared to C fed. 
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Figure 89: 



AGT-726 v log glucose - AH animals 





20 








18 • 




♦. 




16 - 








14 - 




$ 


to 


12 - 














H 


10 




♦ 


O 
< 


.8 - 




♦ 
♦ 




6 - 








4 - 


R 2 = 0.4382 


♦ 




2 - 


p=0.001 






0 - 







0.00 0.50 1.00 

log glu 



1.50 



PCT/AU2004/0U0919 























'i ' J 















C fast C fed 



\ 



n.inneniuni« 1 />«><, { ^ l ri*r. , . , m _ # r „ _ 



WO 20(15/003351 
Figure 90: 



PCT/AU 2004/0009 19 



44/54 



2.00 
1.80 - 
1.60 

o 140 
8 120 

a 1.00 

| 0-80 

§ 0.60 

a 

0.40 
0.20 



AGT-719 Gene Expression in Energy Restricted 
Hypothalamus 



0.00 



X 



•! •' ' V, ' '" 



ab 



I 



A Control A Restricted 



B Control B Restricted 
Group 



C Control C Restricted 



a: p=0.022, A control < C control 
b: p=0.040, B control < C control 

Figure 91: 



AGT-719 Gene Expression vs 
Weight in All 



2.5 



R 2 = 0.0766 
p=0.039 




190 210 230 250 270 290 
Body Weight 



Y\<> 2005/003351 
Figure 92: 



45/54 



PCT/A U 2004/0009 19 



2.5 



c 
o 
tn 
tn 
<u 

Q. 
X 
UJ 



1.5 



1 

C 

O0.5 



AGT-719 Gene Expression vs Post 
Restriction Glucose in All Animals 



1.00 




\ ♦ 



10.00 
Glucose 



R 2 * 0.144$ 
p=0.03 



100.0 



Figure 93: 



2.5 



S 1.5- 



0.5 



AGT-719 Gene Expression vs Post 
Restriciton Glucose in Control Animals 



1.00 




10.00 
Glucose 



R 2 = 0.3148 
p=0.001 



100.00 



Figure 94: 



2.5t 

: 2 
> 

1 1.5 

t 
C 

I 1 

5 



0 0 



AGT-719 Gene Expression vs Post 
Restriction Insulin in Control Animals 

F^^uD'9'11 
p=0.009 



100 200 300 400 
Insulin 



500 600 700 



WO 2(l(«5/003351 

Figure 95: 



46/54 



PCT/AU 2004/0009 19 



2.5 



c 2 

o 

w 

gi.s 

a 
x 

LU -J 
Q> 



AGT-719 Gene Expression vs Post 
Restriction Body Weight in Control 
Animals 



tf = 0.162 
p=0.037 



♦ ♦ , 



190 210 230 250 270 
Body Weight 



290 



Figure 96: 
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Figure 97: 
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AGT-722 Gene Expression in P.obesus 
Gene Expression in Energy Restricted Animals (Hypothalamus) 
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a: Gene expression significantly lower in A control animals compared to B control 
animals (p-0.002). 

b: Gene expression significantly lower in A control animals compared to C control 
animals (p=0.002). 

c: Gene expression significantly lower in A control animals compared to A restricted 
animals (p=0.038). 
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Figure 100: 
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Gene expression positively correlated with post restriction insulin (p=0.034) in 
control animals. 
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Gene expression positively correlated with total activity (p=0.045) in control animals. 
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Figure 103: 
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a: AGT-725 gene expression significantly lower in A controls when compared to C 
controls (p = 0.012) 

b; gene expression significantly lower in C controls when compared to C energy 
restricted(p=0.012) 
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Figure 105: 



AGT-725 Gene Expression vs Blood Glucose 
in Control Animals 
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Figure 107: AGT-717 gene expression in all fed versus all fasted animals; *p=0 049 
compared to fed animals. 
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Figure 108: Linear association between AGT-717 and glucose in red gastrocnemi 
muscle of P. obesus fasted for 24 hr. 
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Figure 109: AGT-717 gene expression in mesenteric fat of fed and 24 hr fasted P. 
obesus; *p<0.034 compared to group A fed. 
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Figure 110: Linear associations of AGT-717 gene expression in mesenteric fat with 
body weight and insulin values in all animals. 



AGT-717 v Body Weight 

f 2 = 0.1664 
p=0.004 




350 



AGT-717v log Insulin 



r 2 = 0.1672 
p=0.005 




4.00 



WO 2005/00 J 351 



54/54 



PCT/AU 2004/0009 V) 



Figure 111: AGT-717 gene expression in 3T3 cells treated with insulin for 24 hrs, 
*p<0.01 compared to 0 nM, 0.1 nM and 1 aM groups. 
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Figure 112: AGT-717 gene expression in 3T3 cells treated with glucose for 24 hr, 
*p<0.05 compared to 0 mM; #p=0.024 compared to 12.5 mM. 



14.0 1 

12.0 

10.0 

I ... 

O 6.0 -I 
4.0 - 
2.0 - 
0.0 



T- 















































12.5 



17.5 



25 



I 



35 



Glucose (mM) 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 
GTfaded TEXT OR DRAWING 



U REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 
□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 



□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 



□ SKEWED/SLANTED IMAGES 



□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 



□ GRAY SCALE DOCUMENTS 




